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1 . (Currently Amended) A process for lpreparing a pharmaceutical 
composition comprising the steps of: 

(a) propagating a mutant herpes simplexV irus (HSV) hav i ng a mutat i on i n i ts 
ondogonous HSV VP16 gono or a homologuo thqffoof, wh i ch procoss compr i sos by 
infecting a cell line with the mutant herpes virus and culturing the cell line, 

wherein the HSV has a mutation in its endogenous VP16 gene which reduces or 
abolishes the ability of the protein encoded by the VP16 gene to activate viral 
transcription without disrupting the structural activity of the protein; and 

wherein the cell line comprises a nucleic acid sequence from a non-HSV herpes 
virus encoding a functional eguivalent of the h e rp e s s i mp le x v i rus ( HSV) VP1 6 
polypeptide , or a homo l oguo thoroof, operably linked to a control sequence permitting 
expression of the polypeptide in said cell line; and wherein the nucleic acid sequence 
b ei ng (i) capab l e of comp le m e nt i ng complements the endogenous gene and (ii) unab le 
to does not undergo homologous recombination with the endogenous gene; 

(b) isolating mutant HSV from the cultured cell line; 

(c) optionally purifying the mutant HSV; and 

(d) formulating the mutant HSV with a pharmaceutical^ acceptable carrier or 
diluent. 



Claim 2. (Cancelled) 
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Claim 6. (Cancelled) 

M a Droces s according to claim 6 1 wherein the HSV is 
7. (Currently Amended) A process a 

an HSV-1 or HSV-2. 

rt . 0(oces s according to claim 1 wherein the mutant 
, ^^^^^^^^ 

additional functionally inactive endogenous genes. 

h~« A orocess according to claim 8 wherein said 
9 . (Currently Amended) A proces 
add i r ,ona,nucleicacidse q uencesencode S U^HSV1l 
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ICP4, ©f an equivalents of said HSV-1 ICP27 thoreof in HSV-2 or another herpes virus 
and an equivalent of said HSV-1 ICP4 in HSV-2 or another herpesvirus . 



1 0. (Currently Amended) A process according to claim 9 in which at least one 
of said HSV-1 ICP27 or said equivalent thoroof is driven by the ICP27 promoter-afld/ef 
i n wh i ch and said HSV-1 ICP4 or equivalent thoroof is driven by the MMTV LTR 
promoter. 



Claims 11-26 (Cancelled) 

/ 



27. (Currently Amended) A pharmaceutical composition obtained by a process 
according to claim 4£ JL 



28. (New) A process according to claim 1 wherein the mutant herpes simplex 
virus comprises a heterologous gene. 

29. (New) A process according to claim 28 wherein the heterologous gene is 
operably linked to a control sequence permitting expression of the heterologous gene in 
a mammalian cell. 

30. (New) A process according to claim 28 wherein said heterologous gene is 
an HSV gene that is not operably linked to the viral control sequence with which it is 
naturally associated. 



-4- 



735521 



*. COFFIN et al. - 

"Serial No. 09/762,098 

31 . (New) A process according to claim 28 wherein said heterologous gene 
encodes a polypeptide of therapeutic use. 

32. (New) A process according to claim 9 wherein said additional nucleic acid 
sequences additionally encode HSV-1 ICP27 or an equivalent thereof in HSV-2 or 
another herpes virus. 

33. (New) A process according to claim 32 wherein the HSV-1 ICP27 or 
equivalent thereof is driven by the ICP27 promoter. 

34. (New) A process for propagating a mutant herpes simplex virus (HSV) 
comprising: 

(a) a mutation in its endogenous VP16 gene wherein the mutation reduces or 
abolishes the ability of the protein encoded by the VP16 gene to activate viral 
transcription without disrupting the structural activity of the protein; and 

(b) a heterologous gene; 

which process comprises infecting a cell line with the mutant herpes virus and 
culturing the cell line, 

wherein the cell line comprises a nucleic acid sequence from a non-HSV herpes 
virus encoding a functional equivalent of the HSV VP16 polypeptide operably linked to a 
control sequence permitting expression of the polypeptide in said cell line and wherein 
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the nucleic acid sequence (i) complements the endogenous gene and (ii) does not 
undergo homologous recombination with the endogenous gene. 

35. (New) A process according to claim 34 wherein the functional equivalent 
of the HSV VP16 polypeptide is encoded by a herpes virus gene selected from a 
bovine herpes virus gene and an equine herpes virus gene. 

36. (New) A process according to claim 35 in which the herpes virus gene is 
equine virus gene is equine herpes virus 1 gene 12, or the bovine herpes virus gene 



37. (New) A process according to claim 34 wherein the control sequence 
comprises a constitutively active promoter or an inducible promoter. 

38. (New) A process according to claim 34 wherein the HSV is an HSV-1 or 
HSV-2. 

39. (New) A process according to claim 34 wherein the mutant herpes simplex 
virus comprises additional mutations which functionally inactivate one or more additional 
endogenous genes of said virus and the cell line comprises additional nucleic acid 
sequences encoding functional herpes virus genes which complement said additional 
functionally inactive endogenous genes. 



BTIF. 
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40. (New) A process according to claim 39 wherein said additional nucleic 
acid sequences encode at least one of HSV-1 ICP27, HSV-1 ICP4, an equivalent of 
said HSV-1 ICP27 in HSV-2 or another herpes virus, and an equivalent of said HSV-1 
ICP4 in HSV-2 or another herpes virus. 

41 . (New) A process according to claim 40 in which at least one of said HSV-1 
ICP27 or said equivalent is driven by the ICP27 promoter and said HSV-1 ICP4 or 
equivalent is driven by the MMTV LTR promoter. 

42. (New) A process according to claim 40 wherein said additional nucleic 
acid sequences additionally encode HSV-1 ICP27 or an equivalent thereof in HSV-2 or 
another herpes virus. 

43. (New) A process according to claim 42 wherein the HSV-1 ICP27 or 
equivalent thereof is driven by the ICP27 promoter. 

44. (New) A process according to claim 34 which the heterologous gene is 
operably linked to a control sequence permitting expression of the heterologous gene in 
a mammalian cell. 

45. (New) A process according to claim 34 wherein the heterologous gene is 
an HSV gene that is not operably linked to the viral control sequence with which it is 
naturally associated. 
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. i, im wherein the heterologous gene 
46 . (New) A process according to clam 34 where,n 

encodes a polypeptide of therapeutic use. 

e „P,6aene that reduces or abolishes the ab.Uty of 
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expression of the EHV gene 12 polypeptide 



HSV-2. 

, nn tn rlaim 47 wherein the HSV comprises 
50 (New) A process according to claim 47 wn 
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encoding functional herpes virus genes which complement said additional functionally 
inactive endogenous genes. 

51 . (New) A process according to claim 50 wherein said additional nucleic 
acid sequences encode at least one of HSV-1 ICP27, HSV-1 ICP4, an equivalent of 
said HSV-1 ICP27 in HSV-2 or another herpes virus, and an equivalent of said HSV-1 
ICP4 in HSV-2 or another herpes virus. 

52. (New) A process according to claim 51 in which at least one of said HSV-1 
ICP27 or said equivalent is driven by the ICP27 promoter and said HSV-1 ICP4 or 
"equivalent is driven by the MMTV LTR promoter. 



53. (New) A process according to claim 51 wherein the additional nucleic acid 
sequences additionally encode HSV-1 ICP27, or an equivalent thereof in HSV-2. 

54. (New) A process according to claim 53 wherein the HSV-1 ICP27 or 
equivalent thereof is driven by the ICP27 promoter. 

55. (New) A process according to claim 47 wherein the mutant herpes simplex 
virus comprises a heterologous gene. 
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56. (New) A process according to claim 55 wherein the heterologous gene is 
operably linked to a control sequence permitting expression of the heterologous gene in 
a mammalian cell. 

57. (New) A process according to claim 55 wherein said heterologous gene is 
an HSV gene that is not operably linked to the viral control sequence with which it is 
naturally associated. 



58. (New) A process according to claim 55 wherein said heterologous gene 
encodes a polypeptide of therapeutic use. 




- 10- 



735521 



